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Abstract

We describe the case of a newborn with congenital long QT syndrome, with 2:1 AV block and
frequent episodes of Torsades de Pointes (TdP) requiring placement of a dual chamber ICD at 33
days and 3.63 kg, the youngest and smallest patient, thus far reported. Long QT syndrome was
diagnosed due to bradycardia in the newborn nursery, with frequent episodes of TdP. The patient
was initially treated with magnesium and esmolol then given lidocaine which resulted in dramatic
transient normalization of the QTc with 1:1 AV nodal conduction. An attempt to transition to oral
sodium channel and beta blockade was unsuccessful. An ICD was placed and dual chamber pacing
was initiated which facilitated the transition to an oral medical regimen and ultimate discharge
from the hospital. Soon after placement of the ICD, genetic testing revealed a novel F1473C
mutation in the SCN5A gene. Episodes of TdP continued and left stellate gangliectomy was
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performed at 3 months of age. At 30 months follow-up, the patient has occasional, self-limited

episodes of TdP and has received rare, successful, and appropriate ICD shocks.
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1 Case report

A full-term infant boy was born via normal vaginal delivery to a first-time mother. He was
evaluated prenatally for bradycardia. Fetal echocardiogram was normal. There was no
family history of arrhythmias, sudden death, or deafness. At birth, he weighed 3.23 kg and
was bradycardic with a heart rate varying between 60 and 100 bpm. His physical exam was
normal. An ECG demonstrated 2:1 AV block with a corrected QT interval of 790 ms with
multiple episodes of TdP (Fig. 1).

He was treated with intravenous magnesium, calcium, and an esmolol infusion (100 pg/kg/
min). He was transferred to our institution where he continued to experience short episodes
of TdP. Due to the T wave appearance on his ECG, the diagnosis of a sodium channel defect
was considered, and the patient was given a dose of intravenous lidocaine, which resulted in
a dramatic shortening of the QT interval. Figure 2 demonstrates selected beats from a of
lidocaine, with normalization of his QTc and conversion to 1:1 AV nodal conduction. In
light of this dramatic response, the suspicion of a SCN5A defect was strengthened, and a
lidocaine infusion was initiated (20 pg/kg/min). QT interval remained under 600 ms with
1:1 conduction. Of note, a hearing screen was normal, and there was no family history of
deafness.

Prior to transitioning to oral medical therapy, he developed necrotizing enterocolitis (NEC),
which was managed medically over a 2-week period. One week into therapy for NEC, his
antibiotic regimen was changed from ampicillin and gentamycin to vancomycin and
piperacillin-tazobactam, with subsequent prolongation of the QTc (640 ms) and return of 2:1
AV block. The vancomycin and piperacillin-tazobactam were stopped, and within 12 h, the
QTc shortened (540 m) and he again developed 1:1 AV nodal conduction.

He was ultimately transitioned to oral beta blocker (propranolol) and sodium channel
blockade with both flecainide and mexiletine. Despite 175 mg/m?/day of flecainide, he again
developed significant lengthening of his corrected QTc resulting in 2:1 AV nodal
conduction with multiple episodes of TdP. Intravenous lidocaine and esmolol were resumed,
and at 33 days of life, weighing 3.63 kg, an epicardial ICD was implanted.

The ICD was placed via a median sternotomy. A bipolar epicardial lead (Bipolar
CapsureEpi 1S-1, Model 4968, Medtronic, Minneapolis, MN, USA) was placed on the
surface of the right atrium and two unipolar leads (Unipolar CapsureEpi Bipolar IS-1, Model
4965, Medtronic) were connected using an adapter (Spectrax VL VVIOO 4.75 Bif/Bi,
Model 5966, Medtronic) approximating a bipolar lead on the surface of the right ventricle.
In an attempt to maximize ventricular sensing, the leads were placed far apart on the
ventricular epicardium, one on the RV apex and the other on the right ventricular outflow
tract. Testing revealed a sensed amplitude of 25 mV and adequate pacing thresholds (<1.5
V). A shocking coil was placed into the left pleural space posterior to the heart in the second
intercostal space (Trasvene DF-1 SVC, Model 6937, Medtronic). A pocket was then
fashioned in the preperitoneal space via blunt dissection in order to house the ICD (Vitality
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2 DR IS-I/DF-1, Model T165, Boston Scientific, St. Paul, MN, USA), which was placed
without difficulty (Fig. 3).

Vigorous attempts were made to induce ventricular fibrillation for defibrillation testing.
Despite cessation of lidocaine and esmolol (each for five half-lives), attempts at induction at
baseline and after initiation of isoproterenol and epinephnne using shock on T wave
programming and repeated 50-Hz bursts were unsuccessful. A dose of lidocaine was
administered in an attempt to shorten the QTc and facilitate TdP, but this was likewise
unsuccessful. In light of a lack of a demonstration of efficacy, the device was empirically
programmed to defibrillate with 31 J for ventricular rates greater than 205 bpm. DDD pacing
was initiated at a lower rate of 100 bpm with a very short AV delay (40 ms) in an attempt to
shorten the QTc with ventricular pacing, and he was restarted on lidocaine (25 pg/kg/min)
and esmolol (150 pg/kg/min).

Five days following device implantation, he remained with consistent ventricular capture at
rates up to 150 bpm and no episodes of TdP. All medication and pacing was held for a
period of 4 h in order to reattempt ICD testing. Again, aggressive pacing protocols with
shock on T following a ventricular drive train and burst pacing at baseline and following
epinephrine and isoproterenol was unsuccessful. A shock on T was then administered onto
the T wave of a sinus beat, which was successful in initiating TdP (Fig. 4). The device
demonstrated good sensing, and the patient was successfully defibrillated with 11 J.

Attempts to transition to oral feedings and antiarrhythmics resulted in abdominal distention,
and colonic strictures were demonstrated by contrast studies. An exploratory laparotomy
was performed which revealed strictures of the ascending colon, and a bowel resection was
performed without incident. The abdomen was entered via a left lower quadrant incision in
order to avoid the extraperitoneal ICD pocket.

Feeding was reattempted without difficulty, and transition to an oral regimen of medications
was made. Ultimately, he was titrated to a dose of 5.5 mg/kg/dose of mexiletine TID,
propranolol 4 mg/kg/dose (divided TID), and oral magnesium supplementation. He was
discharged from the hospital 1 month following ICD placement.

He was followed closely as an outpatient with trans-telephonic monitoring of his ICD. He
had multiple episodes of TdP and received one ICD shock. Most such episodes seemed to be
preceded by sinus tachycardia. He underwent thoracoscopic lateral stellate gangliectomy
which was performed at 3 months of life. Following this procedure, he had a transient
increase in episodes of TdP, which resolved approximately 3 to 4 weeks after surgery. At 13
months of age, the total number of episodes of TdP appeared to be increasing despite
increasing doses of mexilitene (8 mg/kg/dose). DDD pacing was converted to AAI pacing
secondary to concerns that ventricular pacing was now potentially pro-arrhythmic. There
was a marked diminution in the total number of episodes and shocks following this change.
At 30 months of age, he has had occasional episodes of TdP with 42 total appropriate and
successful 1CD shocks since implant with no shocks in the past 6 months. He has minimal
eyelid lag in his left eye following gangliectomy.

Genetic testing was initiated soon after birth, which confirmed the clinical suspicion of a de
novo SCN5A (LQT3) 4418 T=G nucleotide change resulting in a F1473C missense
mutation. The mutation was in the DIII/DIV inter domain linker region [1]. Both parents
were tested, and neither carried the SCN5A F1473C mutation.
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2 Discussion

Congenital long QT syndrome (LQTS) is an inherited disorder initially reported in 1957
with the description of Jervell and Lange Nielson syndrome and subsequently Romano—
Ward syndrome [2-4]. Since then, advances have been made in the understanding and
management of patients with congenital LQTS. Differing risk factors for arrhythmias and
sudden death have been described for patients with the various genetic forms of LQTS,
allowing for tailored management and education of patients and their families [5]. KCNQ1
(LQT1), HERG (LQT2), and SCN5A (LQT3) constitute the majority of genetic defects,
thus, far isolated [6].

On the basis of our patient's dramatic response to sodium channel blockade with lidocaine, a
diagnosis of LQT3 was presumptively made while definitive genetic confirmation was
awaited. Optimal medical management of patients with defects in SCN5A remains unclear.
Although the data for LQTS in general suggest a benefit from beta blocker therapy, the
usefulness for patients with LQT3 is less clear [7]. Despite this, in the absence of evidence
that beta blockade is harmful in most patients with LQT3, we have treated this patient with
beta blockade and ultimately proceeded with unilateral cervical sympathetic gangliectomy.

The risk of sudden death in patients with LQTS is difficult to quantify. There are data that
patients who present in the newborn period with LQTS with 2:1 AV block and episodes of
TdP may be at significantly elevated risk of SCD [8]. While these retrospective reviews
likely suffer from selection bias, the risk of SCD in our patient was plausibly significant
despite shortening of the QTc on medical therapy as this patient received multiple
appropriate ICD discharges for TdP degenerating into ventricular fibrillation after discharge
from the hospital. Reports of infants with defects in SCN5A and 2:1 AV block have
demonstrated a significant risk of SCD, with appropriate shocks either via ICD or automated
external defibrillator [9, 10]. There have been limited descriptions of ICD placement in
infants less than 6 months of age. Table 1 reviews the present published data on this rare
patient group. The more common approaches in the very small patient or those in whom
transvenous ICD placement is contraindicated typically include epicardial lead placement
with an active can and coil or patch in the subcutaneous, pericardial, or pleural spaces [11-
14]. In light of the significant arrhythmia burden and high risk of sudden death despite
aggressive medical management, we elected to proceed with ICD placement. This patient
represents the youngest and smallest patient with a dual chamber 1CD, thus far reported. He
is also the youngest and smallest LQTS patient to have an ICD of any sort successfully
implanted.

Pacing therapy for LQTS with 2:1 AV nodal block is a class 1A indication for placement of
a pacemaker in a pediatric patient according to the 2002 ACC/AHA/NASPE
recommendations [15]. Pacing has been used successfully in decreasing the incidence of
tachyarrhythmias in patients with pause dependant TdP [16]. In vitro studies have
demonstrated a shortened QT interval in response to rapid pacing of ventricular myocytes
treated with anthopleurin, an inhibitor of the inactivation of the sodium current used to
approximate LQT3 [17]. In light of this, we decided to utilize ventricular pacing with a
DDD setting and a very short AV delay. The reason for the possible pro-arrhythmic effects
of pacing that were shown later in his course is unclear.

As technology continues to improve and the sizes of ICDs decrease, placement of ICDs in
this patient population may become more routine. In the meantime, it is the rare patient at
high enough risk of SCD to be considered a candidate for neonatal ICD placement.
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Vent. rate 54 bpm
PR interval * ms

QRS duration 58 ms
QT/QTc  726/688 ms
P-R-T axes 49 120 67

Fig. 1.
Initial ECG revealing bradycardia with 2:1 AV block secondary to a long QT interval
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Fig. 2.
Selected beats from a rhythm strip over a 15-s interval during which a lidocaine bolus was
administered demonstrating a dramatic shortening of the QT interval
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Fig. 3.
Chest radiograph, PA, and lateral demonstrating ICD position, with atrial and ventricular

leads and shocking coil located in the left pleural space
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Fig. 4.

Introduction of shock on the T wave of a sinus beat which successfully induces Tdp. In
order to program this, a single ventricular pacing spike was introduced during the refractory
period of the previous sinus bear (star), with the shock delivered 120 ms later
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